A 31-year
Sipple's syndrome has been generally known as multiple endocrine neoplasia (MEN) type 2. In Sipple's original paper (1961) , adenocarcinoma of the thyroid gland was postulated to associate with pheochromocytoma, though it is now generally accepted that this syndrome includes pheochromocytoma, medullary carcinoma of the thyroid gland and parathyroid adenoma. Subsequent to the publication of this report, some cases of pheochromocytoma accompanied with adenocarcinoma of the thyroid gland had been documented (Sahay, 1962; O'Brien, 1963; Kaye and Zak, 1964), until Williams (1965) pointed out that the association between pheochromocytoma and carcinoma of the thyroid gland was specifically with medullary carcinoma of the thyroid gland.
Although the association of pheochromocytoma and medullary carcinoma of the thyroid gland has been well documented thereafter, descriptions dealing with associated adenocarcinoma of the thyroid gland are rare and the interrelationship between pheochromocytoma and adenocarcinoma of the thyroid gland has remained unknown.
We present here a case, who had bilateral After the last operation, during the follow-up period of about 3 years, she has remained asymptomatic and no recurrence was noticed.
The patient's family history was as follows. Her mother and siblings were living and well but her aunt had hypertension. As her father is missing, the history of paternal relatives is unknown.
Discussion
So far as we know, there have been seven reported cases of adenocarcinoma of the thyroid gland associated with bilateral pheochromocytoma in the world, and after 1959, in which the existence of medullary carcinoma of the thyroid gland had been emphasized by Hazard et al., three such cases were reported (Sipple, 1961; Sahay, 1962; Ruppert et al., 1966) .
Generally patients with bilateral pheochromocytoma are more likely to have a genetic basis for their disease and to have associated medullary carcinoma of the thyroid gland than those with unilateral pheochromocytoma.
Our patient also had bilateral pheochromocytoma, but since the patient's father is missing, it has not been possible to determine exactly whether our case was sporadic or hereditary.
Nevertheless, it can be confirmed in view of histological findings, results of blood sample and lack of response to provocative test by calcium infusion that our case has not had medullary carcinoma in the thyroid gland.
The relationship of pheochromocytoma and adenocarcinoma of the thyroid gland in our case is unknown. No definite statements have been made with regard to the connection between them at present, but once adenocarcinoma of the thyroid gland had been thought to be one of MEN. Steiner et al. (1968) had tried to postulate the association of parathyroid tumors and papillary adenocarcinoma of the thyroid gland as MEN type 3. Ellenberg et al. (1962) had remarked that seven cases in a series of 93 cases of parathyroid adenoma had adenocarcinoma of the thyroid gland and this association was thought to be sufficiently well established. They had also speculated that hypercalcemia caused by parathyroid adenoma played a goitrogen capable of stimulating the thyroid to develop thyroid carcinoma. The present case produced no evidence of an exaggerated value of calcium or PTH, so it is unlikely for her to have parathyroid ademona. Sipple (1961) reported an increased incidence of carcinoma of the thyroid in patients with pheochromocytoma and noted that this association was 14 times greater than in the general population, considering that a fluctuating level in TSH secretion caused by circulating catecholamines stimulated thyroid tissue intermittently and thereby might be responsible for hyperplastic and neoplastic change in the thyroid gland. There were some results that supported this theory directly and indirectly (Zimmerman et al., 1954; Morris, 1955; Soderberg, 1958; Ackerman and Arons, 1958) . Recently heightened exposure to the amines produced by the tumor has been felt to play a role in the development of further endocrine abnormalities (Baggott, 1983) .
Papillary adenocarcinoma of the thyroid gland is usually more likely to occur in females than in males and often exists quietly. In Japan, a few cases of associated adenocarcinoma of the thyroid gland with unilateral pheochromocytoma were reported (Saito et al., 1974; Sada et al., 1978; Kikuchi et al., 1982) and all of them were noticed in females. Therefore, it is proper to conclude that each tumor in this case developed casually, but as far as we know our case is the first one in Japan reported to be a combination of bilaterally developed pheochromocytoma and papillary adenocarcinoma of the thyroid. We believe that in future a case of pheochromocytoma YASUDA et al.
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